\ \ bcrL-ii> vaiii-cls cbmis 1 -X, unkn't piej\uifco aiul iOsc!\;nj; \Vx n^M u> fiW one 

ir xnoic \\n {ssionaf nait-nt ajjplkationis) directed to Uic suhu'ci inaticr ihcretn, and adds ncs\ 

'h. K \ ' \ v>^> the mcasufi.' of pohaininc . k>u1^u\ v- \hc c \- !o.iM 

u s-vnriv < 1 iiv ^ ivl^^t. at )vn m the sanipk ma iKnLni.crVi olpo\ i ik 
\ ] 1^;. Ill ^inp^. jCiiJui'v^ 16 1"" md ''4 vt,t, Sr)t<,iiicU ot p*rj OOl \] 

I ^ K. I \ ]l ^ I 

ilf u c bone ma il isa jC >a n s 10 ami 18 hc*. «„i.ffi;. mon pan [ HiI8| md 

d Ml V V 5 t d TK jTudmt sp<_rmmt. dnn if opu t J k 
! sp ! r ^ M I it v.mt no'sp<.mi J t thcimo peim sk valdopvtUaiMj c k1 
^ isU'"^ 2n„ vtv Ni(.>,i1iv,ation par 001 9|j 

*^ V sp^cdjt i 01 disv.losts tl il poharni aiv. maaboSi b\ o^- id n < ? visl i< t)f 
s i i M d ^ 1 ^-^ 1 ovi ji J } ) in \ ^ I L } 1 i 
\! J' T }i ■! ! >d poh m su utcis*.^ a V Lit \ loib -5 ! Ktuv 

it iv^ a'^.icrokiu uouid bt, prodi i.<.d |( hiiTiN, i i \2 P 1"-^ 2?; sns 

i u s "«*.(,ti V i i « t-f-ck *l <xi {P KM)!tm u mt.n{ poK i«i tk <„oi o i ojs n k 

A n kn^u^ o! {K t ) i i i i I \ ^ si <. s i s 

t>\v s\ ! pioHi Its-. n 1 T n ^ if i bt ^ 11 i ! 1 S ) 

i-^dii. >r T v'sH-'ytbvp^ <.{ s * s t<.kc t->\{ j:t )n 1 «, I 

{sn^ ihv ii V s I. \, d Ksas wi idicj 4, nn "jj'ic*. ob n si. us \ uia "^c pussib o 
i u w-^v. H f osi. s ("^it s show nuhj>-h« \ kk^najbc idUi u tum sticks, asvnjpunuuL 

ih ]u K 1 ums 0 ^ s*.c Sm t 5 i 0(P^> I 

sNH s U I h v.3>^l toi pi turn lstt> ""I t ch )4 
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i \ ' !V V I.. ^n>kjn <tistM- k'Kn\n a- \ 'ub - 

2003 V. 

Title 

hv. } * ^ K*- ntci at«3 {h a Uu l tk oi the u \ci Do 1 1-^, lot d<„sti (.>i)\t. i^^d i 
I nil {stki'h mdic iv«>, oi the ns anion to \^hich 'I v un s v r!.cti.i. \ppl *. U 
U ! * i utiL \l }' od t di o->ti „ ikci t sr^U i^poi Jt 

i H ! i -si kci N,nt n ic \pnUntN 

i. \i iii \\ n s } id o i.1 v-vt 

Drawings 

1 t I \ 1 ! tit J Ik ^roi 'id ih<.t i^,iiJt^ ■< i\ i <. t 

iL r>.()r/ lb I. Hi <.i.)UJKd >, dimUw ^^tct^ n complidui.!. \ uh jRi "'M 

! ii. -.is w thd w ^l o thv. J ^si« t ofa|ut on 

55 § 112< first parai^raph 

C laiBJs 1 and 4: Aldelivdes 

C s s lu >asc i»t.<.nrtKatdi idu >T I S( * r t p "i^r iph m k ^ o nJ^ 

e J (.n iu >^ no* st iso*i ibK puntdv <>n ib >.mcnt toi ins dud ^ > dv ud 
i •! V J il \ pt.{-nv.n sk H di {Ik it ov mc* I I 

^ s o 10 p iclKv hvjm^ntoj *.ointb(.uMi iic ! n ^ t. 5s s 

n tj -^o d ih ihi. appi catioii IS L.n ibhni jiO" a udt^dt, ^onpum H i n 

JkI u j5 i.1 c >^ jd d u) dkt the jri ot bio ctl tih s ^ ' 5 hi np i i ( ■>! 
i i m t!uf^ bu del tor o»k o\ df 1 n 

t 1 -v t. t i>^e\ v.an oe iscJ is lu k su j li \ i 1 u 

i ttjt ^d ni'} tVu s io puif «t ki > \ iio tiic I N n li 1 5 wS iKk ih 



It 1.. of > 1 1 1 ! i \ I 

;iniarct.50.n. 

Il>cl \ mru i il Kf <,t)TUcndi,d ihtu Vpphcants onh h c s wwi <.'i,U) v > pkt n 
^l i ? 1 J s s\ ^ riT 1 ctj ! mp pk n l t. 9 ■)* Ik -^rw h ^50 ■! 5 

I \ I \ $ M t, iTU KClhC ll O 11*. ! ! Svi ! I 

t \ i \ ^ cRMa! fi iR* on 

I ^ 1 1 oHcJ *.k ih Kl^ hv>*ito* f }i s htt } R is o tut o 

! i \ 1 ! t n !\ 1 \ ( 1 kno\ n „ i! I ! t r \ k\ c )|.(. nJs 

i I. s osj T vc ioi st oKv aN\.iTipio nai c<.ii„b ^'mt^viuT? \ i \t 

! V. ■> ! jin,h\dc ..orapomdv, mat tmu vm<isiugnosj i* Ht^rkc o" sliok*, issn pumia^K 
cereDral inmrcnon, 

Apphcunts ' Response 

\pp5i;,a' ts laxv (..JiKclLd c!^t is 1 aiid 4 rcndtnpj ihis ^ r< 1 1 d u rcit-ction moo as lo 
} o^t i-hnis Vpl cants iKrci i p oiki now i dcpcj dt,nl d«r 9 and luxs, sndvpci dct i v.laim 

V <.p^ t. V mtcl ea 1. a tn-. 1 t>nd 4 rtspcc*u<.H 

\ ui J L d £ \ I s cot imvi t 10 the extent that tlK\ s>ph tt nc\v ? n s ^> 

i u \ {*. 1 i. pi. V ! \ I5f th ' 

his ikU aU $.> t 1 s ^\{ tessK ^c!v>,tcd th<, conlvTitTi 1 ihj ct.mso* i v. ^ 

i J I I t -it dm lis sl <. ' s K (, \ 

s 5( -.isV(\c 1)S! (tl^ 

! \ n 5 ij ^ ^ d 

^ »iK s Mnu c<.orj.> 18! J 1 6^ n''"?iic<. ^ IH Il\ Xui ^ Ss 

.V ^»\ \ni*>^ 12(4 0') (Ud lit -^mr) IJUle\ fu \ livosjN ^-n 

V :c><- -0 {Ud Cn 2001)) aidSRHntU MatsuUiU 1 1 t.«sn . \n 
-1 ""o s ' " i 4 U <-s* i i {tn buu )) iCHf!cunsd^^v.Ksi.dopuisis i-- 

K bs,s u> t. f t, sv i p i^t.'-^ ^. >^vs iiidvKqii s. K 1 i ) «.strij ir s<.n ors i'on 
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i <. i - as i O is ^ti c > L^ncJ In ! { ) i 4 ' ! \ \ iK ^ 

NC Si J ! i k{ ni ^ i ) I ^ s ! K ! >. ! 

i\u ioa Has co^sivJi-jcd { K nncmors U) bo bctUi iban auv othcf i"at<So<.Mio pu« i 
*U >nls n nk o? prKt vmu*ho n^int'on Indeed the bpetunL^liOh t?isclost\ ^^^i that mk>s^j 
^ >. '\> \ ''^^i 'k'- u\i\ !"chJ^ a c not h*rni-d It) puKs\.nu >.adav!.'!ne sjXinKKv 

^ isi CO pohajmnc ttsiin, lUVsty -^L u 'vast ou^. 4>( i^>>^an ■! ^ i u 
1 1 sai ^ s Jl coinpoumi ton^cTU JouikV iroi i lh<. ^iui\amine n vbe -^aiip v po> axr iiv 
x'Jasc nn\ in the sample i*id pi utcm content ut pohamfp;. ox lu *V mL 

■■Simxiticauoa. oara, juui /il 

"^-^ f t V ! I C C S n s S S * i K ' Nvt. 1 L p 

^.nbodjrK s ik->s ^ ^tt.di>. lU ^ su o ? Utst.<. k\ i <. \ ^ id 

. >„i-! V UK spvi, ntation t cvnlx;> ^juh a siagk vUibodiaitnt lLu u> of {ik pa{<.f vj \ 
' o 'x "Cvd iCstiiC^n t.U nuess iht patentee ha> dcnwnstMteJ vlcai mtentuMi lo hmn thi, ^hiiii 
s>»opt. us v%ordsorv'\p5esMont.can.»miestc\ckisK>n<)r jtsinUiOTi } ><,c Jso I !/aia\xh 

i s I) 4 4 1 ^ . N S i i ( { ( il It 

! I n ! 1 ) ' s 1 s } N saic 

U \ I s t 11 ^ d 'O UK It M !! 1 v 1. J 5 

t < jcuit. {it)hcin-!U<.s 111 para jOU'*i' the spcufioaUon expiCssh su^os li.it I^k iick'rrod 
Jdv.nac winrmnrnd IP he pieseni.inoniiouiTias bcauolcin hi t i s loi }mf^.d b\ U 
i *^ KL ' St K '•fVi.] K i*50r Aks noi toa^nn vsorK or ;,\p t.■^^^o v n-ft, ! 

t 1 i ^ ilt d 5 M I ) I M ! 1 . SO ! 

i ' i ' t, ' t ssi'o K u <• 'K tns* n (Xv-j! mc ^. s j 

\ > » n H!on mdaatcs tint lUiv rivasu't. ui ptjKairiT e t-ontcf t oj 



\ ^ ! 1 ^* i V ' s t { Kiip A { lor ttUI < is iUi P^-J I M " i 

. ^0 > „ r> .V t <.< ^'on prov dcsa .k^Foi. a'D^an \\ v' Ji. "IcJ _u.da <.^ u i o\s \i 
n jkc . v'se I (C 'winKN^ un\.nnon anv^ the proivrlics of poK.*mmcs as a o' v,on ^X)urc<-> 

a sk'!k 1 .»ri{^an ?r ^^^^ 1ck1 noUd he aHc lo jcaJ the spcv Jk ^ sot a n k l^w jie gu dvrxe 

lliLs ma> jvvaue -rnie u>iu>no cxpci jnicuiauiw, but loauuc c\jvn!jv-uar.0t r.i\ u.due 
experimemaiion. 

MPFF 2Uv4,02 presides that lur the cUumcd y^tnir of nicasurcs orroly^itnlne oontei?!, 
. ■« .'■cjr.nn e e^ rnf It ^ togo'JHT xvnh a statement apphcahic: lu tlx' L'cn $s as a \ JH>^^ \S5 i 
--!.^ r } V M ;r,. K -I ^1 ^}^ , i\ iW ast \io\\ .n 'osc nIv-;, . i .u' tbo 
a:!orina:u>;; .-^ the ^.vx^slKaat-^' I ! cspcci iho claMrcd L.e'<as voald be us^-d r.i ilvn srarrer 
^Mtik 5J t;rJi;e ev-^e-i;^-soraaJK\^> : i.r:h.':nxiu\ Vpplit,anis ivspeeuull) urge thai compilance swih 
^1)0 e!tab;onient reviuuvmcut of ?5 l.'.S.C. 1 12, fjrst paragraph, does not turn on xvbeihtT an 
c\anipie tbr i„s«. > hitiiogical sample, or every measure ofthe co item ofa biogenic pi^lVvWme 




>^•^lv,'^t -^wd^vi'Tion pfo\kies a person v.-^roJdinar> jskiL . \ the aU wiii? -e;!\\\~v. 



e':,nL';reJ-i tjd; er d -v)\i>si ean practice the invention cmnuien.suraic hi scope with the 
ca^'inv, as amcndtd, Appiieajils rcsj ectfulh j-c^quest that this ground for rejection be v\itl dra^sTU 

Claims 1 jind 4r Biologieai Bamptes 

( la- US i xxd I k \e hccn rcjccicd undci ^5 1 S C 5f 1 1 2, iksr par^griph o \nc g^umd 
t!iat the speeificauoi doCx^ not easonabh pjovide cnabicmeTU to^ an> ai d all biologxca! sainnicj* 
x\ v»sv ro' al anN ^H>'oy>v.al van^nle has pohamme and the v,'n/vme *ha^ i.'im<^r*-^ pot\e t' tk' <o 

s 5 c s V '..auv w.(U]Ki tt... to . s \v a s 

■^^< ( ^ ^ ' ^s^ i ? si i \ m-imc ackj owledgcd thai c!< hps 1 <uid -i are enabled Km 

plasma as a biological saniple. 
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>.MijKM ^oi!ic!\icd [li tha! s-f biotechnology a Iv Sr'- ,;i sd. 

- i ' :\-',\\ < I h. ar -ri !re fo- ore . J n:ii-\ skill \p the ic' -^n^ .it* J al 

;>ros , . l.j. \m- \» t:v i vjniinciMb.si ostc^bl ^hcs i\u\ otk orordimirj, skill sr tLc t.\* %\ovJ.i 
ln\c lx)i wn at the umc the iincmiou was made thai all or aris biiiio^jicai sample can he iKcd io 

ScinM-}'0. oitu-jg I'vx-nplos 1-4, starfing at page s\ o! the spoc^'^c.^ wi ! ; c ^ airirof contended 
ilxH With ^^nls knowhiiL ihc vcguh ofpiatsmxi as Lioiogic.u sample, Mich haxKl ckuns^ arc noi 
liisijbied h> the ui'^iant spccifivaiit^n \ hen one of ordlnan i^kill in the art is oJih gtsen. one 
parucukir bioioj;ical saniplo {piaMna) Am- raea^urcment fur the diagnose of <:troke a^^ mptomafe 
cerebral irilarcUon, 

, hvunu.v. vf!'Ui_!kleJ that because the st.sto i< jr ss iWv -"'x^ie r \ . '-k of 
ortiiuar) skdl -a ihe .5ri would !ia\c m way ofkiiov^ing ff all or au> bsologieai saiiiple easi be 
iKsed !o measure akiehyde eonipoujid content to diagnose stroke asymptomatie cerebral iniaretion 
-)ecaii*!e r?ot all biological ^jaiiiple contain poiyamlne and the en/>inc ih^i eonven ixx>ara'nj iv< 
akk'hyJe eojnpound withi. ut any rcsiejx'nee to all biological sampic for alJ.-b> Je o<)5np^H:r!d 
;^v^.^.,;c^.5e:!^ 'n^ieison as diagnosing moj-kcr for stroke/asympiontatic cerebral 'n'arctioi. 

In short, ihe l^jsaiinner c<. ntended the ela'ms are imduh brodd and do not find proper 
support from iha instant spctsilkation, 

Appiicants' Response 

Appiieanis have cancelled claim: \ and 4 rendering this gn>und for rejection mooi. 
\pnlieanLs herein proffer new mJejX'ndent claim 9, and nevs iadcpcntictit claim ? 7 which 
sop' i . V, ..ol V asri- ,iktl; 4. rcri|x,'crive!y. 

\\ i;b seti.iid to iiie V Karnuier's comments to the exieut ihat die> jpp:} !<» ne\s Civ*;n\,s ■> 
and 1 '\ AppUeants respccfulls nrge thai: 

. •> , i .L.vf v'-t,ua s cxprcijsly rejected th. vti'Ut.nU>>'M K ^ .\r\s . a p^ilcnt 
X .is honv Hiiiited to liv embodiments. Seel R-bc'-s saibiieun, \ M-jok;;.:, 

Ine , c\.u1 80S. t ^ed. C'ir J:tHi4} (ciung AC^ TV. Inc. v. Walt Disney k o.. >16 l-.3d mi. 

n 
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"7^ h.2d 1 107. 1 Ol ii 14 ( Fed. Cir. I9H5) {cn bancji Here. NouJ nlasmu J'scUkscJ 
c\ficsN!\ as ihe t^osf m>>dc ! be wk' purpo c the best mode a-q nt'uien+ " to osti i n 

? ^ . . is.i >Sv.J ! >i X )xO'iiors fiVdthea r^ncttt apphcanoji thii no Jv. ^..-Js^ing 

hs. v' ino i u.^ i-uuon %\as corsTJcioo b\ th^ m^cntt js to be bcUcj than aii^ othc I "vi docs k>i 
Vi,^ ui 5s K onn nnnk p a!,iiv,.ns ihc imenlJCsn 

'-cv J . ' . u ! vi ^N 1 thai cl 'n s s .< J i > x » c ^ I \ u.o ct. 

•j^ j^ui^ \.Mrds c\|)ros>iious ui manuoM cx;.U sion or r'sU ttjt^n ) scv a so AUuVch 
^ 1 'Hh Resoi'.ci- Mapping inv 4V | ^aiVi F-'^TtKd (u 200(>nu i m J\ \S 
Kdp Hv V fKVna.t \tt.cssoncs 1ik 424! MU?4 ]1"S*UJ ( » 2vHj^) rd-Msps 
^1 i M ^ " ^^^^ ( ! , u ^ c ^ i it. uss s 

I <. !t ^ V U i ! O U M vx tu U U i i ^ V h i t ! i -I 

><. c^.>.d r *->i<K vi fK^M K .ffinc saiiw), (.crchrospnidl Ouid ana x^ic raui u jlu^d iVv.iuss. 
ht. spi.\ ' jt. dov's not CO Uai' *woids v>r c\i ic»Mons ot m<un W tvciuvon s r 5vJ<-tni.n< that 
wot d acr orsijaic a cioaf JJtcniftri u> hmit clauTi Svope to (mi\ a<.rok'i os o ih piasti a a 
-'(.xso^) i4 < » ' no \ <-k. ' ?n !\' r \sho n'ads tJic mhiai t specifstattuu \^ouid reasi>nab]v know that 
' ^. a? i, i i ^ V s )>j idi(.atc>»thaian> mtasureot pohi-TmuL C4 riCitt o! am 

S ns. V. !P V. !i X lis*.!.* 

{ '» iO 'ht SvO X i>! enaD cnicnl tba' wh.ch j ac^^.thed n ihc -pccdltation p.iis the 
-».opi. o .V \\o M 00 k'Kmn lo a po son oi uidman skih i t lac an niihOvjl indoe 



in 4"^ d 10 li> 

\ 1 t t U Uns \ sv s i{ ht, rcL\ m { \pp K i 1 t ! u ? i vt, !Mn 
it! iu lo!cv\(uk 0 hL It* tci th(- sp;.tifjuJton * iki olion thv. ^ uta o i t.\t.rr>l ttl 
uu> uj s. f^Jo} At ii dii-^v i^uuiHulou*- { sampk as cl u ncd Ihisn i\ qu 
u> 51 5 (.\pi. r ti >n rot hnt «.\»x! n v.m U10 is k>{ iiJk \p i ruituu 

i!U-> if Uj u tUitiMM t t J ii. I ) ! I 

L ^<^t s is ) v\ho V- w li i. jiiTu til bv suMit vHl u ont skilkd i the lit i \ «.vs oikxt.^ i 
s twdtht. Jiivi K no 1 itioi IJ ^Ik -.ptiitication) woukU\p<.t* Ik v. in s. iis i c i 

^ ! ^ 1 tnsi pi ( ^ tih UK iof 

S3 U i >stij-jt spvj„shc uio id<-^ a p^-iNon oS oUm v skii ■> iK m \m h 
I U J4, It u ibii,i K It sc h s{.(.i pt-soi*. 1 1 1 KUc } 1 i ^ t scopL 

v{} ht c tns ..s in<_ id d X-'iUnis <,spcamih vtu s { i « is ^ i t t>, tu t, 

35 li-SX. i 12, second paragmt>b 

f 5 ip vK io on Ut V i,sscn^5aKt;„ps si di onifssio i immin< to uvb \\t.c( it, 

I \ ■? J i I ! K 1 kd I u C M ' 1 11 li^ tm n )k <. c js <.{ ' cks 

^ > i a i ^ V ^ '(.> C> MP {V { it..nU->.C is rif^SMl' is iK V J i , s^ ^ i\ i il^ 

{wlui is cont.o! ^ how measured x aiuc ts compared and used m Cic dia^jnosis ' etc ) 

Vnph^anis nvi>c can^o od v a.rns ' i, 4 < nd i\ endcnr^j; this giiamd ttir io tU.on <nt>ot 
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V ' V. i !> . c UvH -<.n,j)lo taken ! I'fu -....-^j^i.^ \p-'i'oa}U^ ha-\c can>.ck\i i.Uuv 

Els 

i he I \<mnv^r ».ontc xicd that Fis toachcs. a diagnusi^c method .or static toTnpnsiHi,' 
sMvpl nf. d Oiok;gJcJ stmiplc: froi i a sub|cci b\ uvmg bk>od sampk's fjon patici t» luig page 
I ^ u\ihi column 1 ' fnl paragraph), nifabunrjiy poKainmo m tl e ainpk (citiu<? pav;c 41 k'n 

JLM! ' r Xi^h\ .jxl cijagnosmg -^creemng stiokc bs i^ci-^c auu^^> tbv.- ^ i m.^ 
s >v.i ^1 (, t. i.'i!\v< i iuui,.* le < tntaKi voluPKMc ung page 4:^ k'UiVi'-^sn s tjl. 
.\5!.'„'rT^ i i 1 Iv N ! V f Mici ackmm k\igod that 1 's*d<*ev, not 

iC .J Jiat J c >.U(.1.N oc s:ou\ oi uJ jnoas. ted ) ^ < . .ok>iu 

Ivanova 

Ihv.' hxarii vOnkikVi't at i\ . tn i k ^'^s >ni^ s'u i / r-. '] di i^i.P'^r..'^'-^ 

>~arpu o:-^ronanaf duisrg iic onsvt ol ccicbial isth^^iPi^ {<.Ami> page I'^O r ^iln cokitv) end ol ? 
iuH nam seraph). 

Ss5kaia 

1 k' ] uiraucx cintcud^'i.' thai Salata tOdch mo -^ponlancoUvS k)nnfo-on oi ,.v.u)ic r. it-lar. it- 
^i\d^i*u< »! ^-an?.ropmparal pjoditet ol t! c oxakition ot pohamuie (^ctlng page 37 1 ieit 

1 00 i Nam! 0 t (> ikndcd th^* A \^(luid bo%e Wen .>Ih tou-j m n e oi oja {k'f> sk I i * ^ 
at >. a. I'K" nk* t k r .eakor uas in moJ^f\ die momod oi 5 K b\ iKahur ny acrokMn as 
akio' veto vO Vv^H.iki (<.la\Tis L > I aj<1 6) m .sampio^ tio? i <^ubjocis to d aiinosv stjcon i>>r 
^.nvs.c avs rr.onia^ c to'^bra" jnki'-i.tjoj bccau«!e ( I } Us tca(,hes tjat poi>anjnjc i-a.i bo u-<.u a^ 
v'hikM.oso raa.lt.. xv^j stsokc ['^) h.uo\a k-achos ihcoxtUaiiou o* poisajMi'je .v> piovjuoo - 



i i \ t ! S c Ui! Kv^'S \^ i I >{VC i'Cih^ i ' (. ) 

coKn^ ' Ulr^Mfe^'ph a d i iguic v*n<! S<KvUa tcdt^heMhv p*.paietn^ on\rtK>n<. 
!-^^h>. r i-- i ugh{ H\ haTn>%aV ari.^ ^^oukl reasomibly have espeiited sttdci\ss in ^Hewo;f botb 

VppiftanSs' Rtvponst 

(''(„ M!-> '-^ r V. <, mw'k'iU U n-'s ) ■> I ^nxl f» d p<o{ c ntu ns.^ t ' ^Ium*-' * 

jK>w ciaims 9 and i.7. 

itMoMaiH n iJL if !arv t on nios^.s d(.kvk« <iCv*s, ua: s d^i^n^.-i v 

5mai>:mt,.. 

(2 ) Sbssf e hay e been no diagnostic mat^sirs a yailabk in bipod or uri ne esianiinatiDp, 

ami 

{ > d sui^p 0 ana a^cuMlc diagnostJt method in h ghh dcss tiHIc f he ircseiu 

' Si u i \ I. i, 0 ) V \p>-i its < fi>thu as t 1 1 i t 

» i! <. L ? d < ' \\ K li. soi jd not h <\<. ')n.'-i ^^mof { M } <. ! 

s 5 1 !i t iv . n vud ( ' U)^n I K I. N ^10 playsjkc rcaso ^ ihat no {{a h t^sompivu v >t o, o 
o I 1 > sLiI ix iii k> i-ombm*, m^, cued (^'(.mcnis av, vug^csicd r)\ tlit, 1 x«;.nisnci 

i:* sjilure to Disclose fcverv Lkitjcnt ot the Claims 

his' {oHujKs h j.or SAcna timer alone or ti (.omhuut'ort disvl >scs oitiicr 

^;\>rv.ssl\ 01 fr>ese}K^ ^ cr>vLivt>lo ihk t au7>^ \ppin,ant<- ics'XLtiu'K u 1*$, t kit ihe v led 
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content h>fnied iu>m l'k pt>i\amhe in tlio Wuiogicai sainpie. a my;a^UT-c of poh amine {^x'Jtuse 
ai.{xVin J? the Nologicd sarapic. and a measure of ]^haiTime OMdvisc pfotom contoTU ir the 
bsoincicat .v.mp\'s uui! i,0 coznpafini; 'he bloiiOTjiL poKanunc ttmlcul >■>( ^hc h5*^'0i'ical ts'niplo in 
fb) u.) polyarnine content oJ a hi..'ioi;ix.\-i -ii-r.-io j lr,.ali!-^ siibjcvi. -v^'-icrci;! a Ji!;l-:vncc in 
measured value of ihc siibjcci ra i^a? coiVipaivd to =i nieaMircd \ak.k' j lx-:il-h> snnjcci or a 
subject .su?Tijrin^.' iVo;n hraisi dii^eaise other than stroke is mdicatisc of an ;u~>7!ipU)Tualic ooivhral 
infarction as claimed in claim 9; or a screening .method to ideniify a subject that has experienced 
an asympCoinatic cerebral infarction, comprising; (a) obtaining at least one biological sample 
from ihe subject; (b) measuring biogenic |x>lyaniiiie content in the biological sajnple; wherein a 
nieasure of hi-;>gcnic polyaminc content is at least two measures selected l)\vx> a ntcasiue of 

frci,'. ii<-.,- vXii'-.-'nia-^- in Ihc h!'.iK';,';cai -iasnple: a measure oi'iKsivamine rxklaso acti\!l> in liic 
bioioiueai sample- and j njeasure of polyamtnc oxidase proti.u> content n- .he ik oti <vdn^rk* 
and (c) comparing the dilTercTtce between the measured biogenic polyaminc content in ib) lo a 
measured biogenic polyaminc content of a healthy subject; wherein the difference in measured 
value in ic) is indicative of an asymptontatic cerebrai infarction, as claimed in claim 17, 

Els 

A ro5 bis, Applicmtx urge that lis laiL' to leach oj suggest each and severs ckn-cnt M 
the cLum;?: a^ anieuaed, \ppH\ nts svspecifulK uryc ihat viiscloscs < 1 ^ th.^. ^*lo io^ o 
pi*h ccrux^ \sas de'jnni'vc >ir>h in N(«?J samples as a djagno'Usc ineaNju' n,. J\ . . 

v>i'i! < -I n o.- ;t vU.Mo t^^^Mwo nuisa!s.t.(.>' b,ci>er ool\.<,>i..set.x^ cj lo 

vWJ 0 i \;,v, 0. scuciisu^ aiel jod utUi^mi; a ineastuo til bi<>t t.! \ s k ^ ^x 
\^ oio.OiUva' sar.ij; Ic asvmptomaiK i.c{ebial mta etion \pph^ant^ uige > pe sou ol 
'^rc.nary ?kdi 'n the urt \^ould roc**iini/e tlut a^snij: iom<itJc cerebral iniarc*!on and Svmpumiatic 
acute local ccjcbtal Hciicu^ia. as disclosed h> 1 K. aio not equivalent it^deed. the p:cscxjt 
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a <■ i O I U U U> liH>l dl ■'1 lUJ Oil or iOsS Oi Sv.'ii^ UK' OS <.C>n^t v^>U^r>^^^N v i i.h 

vvmpions \i.v<)!dingU Vpplicdiits respccUulK ujtgc lluii Lis. *>jJs to .e<ah vH f gc-»: evv'^-s 
ebmeni ot ihe tnstant claims, 

CcKh vt! d 0% cr\ v?!o -jicsr oi the claims, a amended when conibmed uJh I Is, does n.u* ru ke 

^ T v^i - 'Osjc>.*'vias n h n<.v* <.< >^ison oi otJnui> shii in the art wtui^t uxo^^ii Jjia 
■'KX V pcinu Km occbaston o* the Tmddic cerebral t r.er> \\Ovdd e\f eucnce > mptoms* 
K uujrg |v al>s s ot nc. nc-s ot me coi UaJaterai face and ^ixxt , .wid censors iuss 
\k.i.o»dKv'\ \pplictuit'- u»i.'e ihat xhest <injnuh a o ssmptomatic, and cicloie aic not an 
u> ^h^v. ( s 1 ^ ' . t'v s ! Jit. (.V i "jK.inime 

- ■. x'^'*^ r » idii s uii i ^ ^ aN\ t ipksci aiK s'roi.e and b <n a 

(.v^nira'^" \i->Dh*,antv trgo thdt the siiM^il ciainis <«e Jnected to a diaj,nosiJv. ur 
sv t.o>u J. jne Iwl v>i = s\ n^toiTJaix toix^hral miaation ntii Atsii a s^ieasure oi bto^cnjc 
po V iw vontet • xr a h oIo^k. ! s^ni \p})!aants urt'c *bat ihe 'nMj'it sdo^ sfKai.o e '.hos 

^ ' ^ > < i ^ {<>■! *\NS 1 ' ^ V ! ^ . ^,X^. ! K> 

^"^ t.! u"t \,'Vtnc 1 5<K Ui It or -.ti^ iui. ^' t ; < <.! k oi 

V V > uifp Tine ..oiftonv l'id*„tJ .Hkixnsu d^'td Uk* i \ar f t.t tiic 
state of the an at the iim& the invention was inadeis that there is no art. 



17 



Vrt s J -a >'oo ma Jt«c t't i< S >Kat i "KchiH«\ utid > is la'!- lo k.t.h 

In f».sponbt\ Ap^ixams lUge that Saiata disdosci. the iosels t)f ptihamsncs its o\ioi/cd 
puxifit t .Krnlcm anu ariuK OMtiaso »i plasma oi patients swXh icu.il S<iilt ic \pp k<« uigt 

^ V, s ^ *M jlHsHS' ot t sot.. t. 1 ! * i ! ^ (. ! MUU 

<• N ^ 'lu Jp ) K \ ^! i.i aa > ■! k.(lnc\ U'-can-s J\fv las o* xcn 

>j 'v k,x^^si>.v1^t. on V hvihcr tri^i nictbaxUSKi is iu\o!\t.J tn othct v.ij!>ebM}^^as;.s.<i4' dtsoaso 
sach as suoko I lie Hislani ^.L^ms aro d^a'ttcd lo a diagnostic or screc^nnig aiothod imU/jrg a 
iiKMsua* biogciit*. puha^T^'nc content in a bsologica! sample for a-^sniptonjatic Lorebra! 
intaietjon, SOI reniu taiiure, and not symptomatic stroke. 

iSo Pkusibk^ Reason to Combine the Cited References 

Second KiSi^ uithe an xoi'dv^Jud oi vomhi! oj rMditury tht. vited 
K> . >, cos J i>)c <,oia*- w^.^^'K t tNtt,>-!pio. ■}<■', lit d^ »i * r^.^i■^^>^^f 1 1 s n uk- nnci h> 5 i 
s>k i f-^ ?l - -!vi UK >ni,^otKnls Indv^J llw is lo p ? K <. u '1 ^ o sS. \ 
p or Mod ! pois !. K>i oiunu \ sktii \Q J c \o ^.ojnb'no th^ tvd lLphi to rcuv^ n~ ^ dMic ! 
VvC It i^r d'- t^c i \an"! incr <suagc--tb 

I !^ h ! \* nhtn..' puo' a Mo LicntvN av K \ \ k 'Kv ^ \ K 

. ^ V iaia . *orv^ s sc iution-. to ttidv pjohkn. a 6<'M nI^v.* < 5> < ^ oj 
;icssc\v. { ,c.v 1 >.{v(ig jr I U'tncsa Sakaiaio suj.gest <' duuro^t;. or >*i.!ccn!ng n-'cthoa 



LA im. m^amvs f 
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1 t iuJ M i i 7^ it V. u\t K u sol <.nv.»Hanunc 

frotti a biological sample. 

No Htasonabk Dtgrtt of Fred c abtiih < f Sutitss 

1 1 dm ] \ \ ip\iu M 

n 1 si n t I kI I { ison u I <. ^ t ;e^.s in 

\ i i ! ! \ n Ul) 1. tou tU n\i.i on \! j. j facie obvious 

u ( \ k 1 ^ < K ill it UK t UK tU nuitioD XA. V, is *.\Kkn<.i.U by the 

1 t-i i M ) i i t t (. (.1. V. )1 i S S ^ Iwt. S I J it ■? O 1 S\t' K Oi 

vtiiD ^ u 1 {5iJ(.«.xi i^ivitvivt. oi tTivlit L\pL irnvntiUo^xsoiikl hat bvv iit.cv>>s,ti> loi a 
jxis > ) u V ^-k j! li ^rS to liom I is lvrn>\a ani Mk u iu ' rtst ii inthe chumea 
{ is V T Lioi \ pk. or ^^i ord na \ sk li h ^< od jxason lo p irsut the knt \s n optio is wtliin his or 
J t chnit,!.! „ras •> [\\ h«.n thtr*. is i dcsiun ntwd or vmka pjc-M ii. lu < tvx i p oblem and 

f ^ i 5 ( t -j^ fj^d p c U* i k { krtK is ! V. ith ) i J the iciMivt* skill in 

n I ^ I s I i iunibtr >} ixissible 

^ ! ions V 1 s a^s ti)^ !ti\L iK 1 sts s ncl 

\ ?t f 5 ^ i^kn;.x\ tu^ui^Dth tthtaitoi )!otv.chnolo!^x s ihij^Ms 
^piL 1 a ih V ! i ^ that th is n > r<tu)T 1 1 k unw lo th^. 1 u isncs th \{ c^tib isi t \a ore 
n \ ih K 3 \s lid 5 M, k xnsT I Mi<. <h j! \<,t i n s i i l 1 5 . ' o! n\ 
the aldehyde conipoonds can be used as diagiiosing liiarker for slToke/asyjTiptonuJlic cercbrai 
V f ^ 11 u U stiii, >Mt, i-1 sis it! vi fs I s i.Uai ^ . ti.a; 

sk )M u ci a t,d *)r(>.diaabk St I tiottN ma\ pa ti t I i it luid! n csuiblishiug 
i > isn ss { b ^ J K rsr dKtibU i t Kca ist potciitia! soh no i's ii. ! ss h\oiy to he 
11 1 s 1 t!t I ^ S^c / s M > \ A sn^ll .AAZ-y...U±L... urn.. 

^ it I )s n k I, X IK n i i i \N-a\.i ^!>^ 

i titisc o rJn i{\ s\! ' in Uk iu \ppi t. i iis iv. p ujI^ nm;.' tnai tnc 

viui V v\ t^inw I s„r^ iJ k-* f jtcbtJ 



V » \ > li vi vonici tki a! jU f ! i I s u i ■i^ 

^ V 5S V ii 'i (.X are h>1 v \^ i> Jj^tuKi h m vai.h oihc K(. t! s<„ '"cx K J*i >. ivi 
dc^ccUiiL' djas-'jiosmg method o. stroke tteM ipto laUc *.^,'icbjal hifa t^stw K ik^'s Mnj Jvicbvac 
coivuxxuHi. conieni. 

Appiicsinis Response 



i! ^ oi vhe abox c lenuiks it is re-^ivLtti ih si bn> itcd ihv*t iV jx^ndma vlann-, ^) "^4 
^rc n TditJO 1 xOt ..>no\sancc and '^uth aaum is Cdinc th solK'tcd \\ *h<. 1 \ain nc- he! <.\v.>^ f <i 
^JojvL xt .\,>uyhc'p ad\ aic*. the on wi^t sl i ^ * ^ n 

s^oTvutoiea vuv ennui ai k30jxb;ff:.!gtlaw. 
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AiJTMC>RiZA'riOK 

i lit- C'o!nniissii.mci- hereby is auihonzcd io charge any toes which may be rv-quh 
credit any overpayment; to Deposit Account 50l56i, 



Rcspccii u My ,suhutitted. 
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